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In the Claims 

Please cancel claims 27, 28 and 50-58 without prejudice to applicants' right to pursue 
patent protection for the cancelled subject matter in a later filed divisional or continuation 
application. 

The above amendment adds no new matter to this application. 

Remarks 

Claims 1-68 are pending in the present application*. Favorable reconsideration of the 
claims is respectfully requested. Applicants have hereinabove-cancelled claims 27, 28 and 
50-58 without prejudice to applicants' right to pursue patent protection for the cancelled 
subject matter in a later filed divisional or confinuation apphcation. Applicants respectfully 
request that the Examiner enter this Amendment. Upon entry of this Amendment the pending 
claims are 1-26, 29-49 and 59-68. 

AppHcants elected in their October 21, 2002 response to a Restriction Requirement to 
prosecute claims 1-49 of Group I in this application. Accordingly, claims 50-68 are now 
drawn to non-elected subject matter. AppHcants herein have cancelled non-elected claims 50- 
58 of the subject application. Applicants have not cancelled non-elected method of use 
claims 59-68 since they are drawn to subject matter which is eligible for rejoinder pursuant to 
the procedures set forth in the Official Gazette notice dated March 26, 1996 (1 184 O.G. 86). 
Also see M.P.E.P. § 821.04 "Rejoinder". Claims directed to process for making and/or using 
the product, which depend fi-om or otherwise include all the limitations of the patentable 
product will be entered as a matter of right if the amendment is presented prior to final 
rejection or allowance. Id. In order to expedite prosecution M.P.E.P. § 821.04 recommends 
that applicants present rejoinder claims, preferably as dependent claims, in the application at 
an early stage of prosecution. Id. Applicants respectfully submit that rejoinder is applicable 
for the method of use claims 59-68. Applicants originally elected to have claims 1-49 
examined first. Method of use claims 59-68 are written in dependent form as suggested in . 
M.P.E.P. §821.04 for rejoinder to the product claims. Applicants respectfully request that 

' Applicants note that the Examiner in the Office Acfion Summary states that claims 1-68 are 
pending in the subject application. However, on page 2 in the Detailed Remarks the 
Examiner states that claims 1-66 are pending in the application. Applicants believe this to be 
an inadvertent error. As noted above claims 1-68 are currently pending in the subject 
application. 
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claims 59-68 be rejoined with the pending product claims and fully examined for patentability 
under 37 C.F.R. § 1.104. 

Applicants wish to thank the Examiner for his acknowledgement of their claim for 
domestic priority under 35 U.S.C. §1 19(e) for the subject application. 

Enablement Rejertion Under 35 UST S112. fir.t n...p .. ph fo, i.i. i. 
and 49 * 

Claims 1-12, 15-26 and 49 were rejected by the Examiner under 35 U.S.C. §1 12 first 
paragraph, as allegedly not been enabled for the preparation and use of compounds wherein 
IS a functional group other than indole or quinoline. n,e Examiner asserts that the specification 
does not enable any person skilled in the art to which it pertains, or with which it is mostly 
nearly com^ected, to practice the claimed invention commensurate in scope with the claims. 
Applicants respectfully traverse this position for the following reasons. 

The Examiner in support of his position states on page 2 of the Office Action that 
applicants' claimed invention embrace a diversity of chemical and physically distinct 
compounds, wherein R^ can be a 5-13 membered unsubstitiited or substituted, fiised or unfiised 
hetereocyclic group containing one more heteroatoms. The Examiner provides no evidence nor 
cites any facts to support his position that the specification of the claimed invention does not 
enable the fi.ll scope of the claimed invention. If the Examiner is basing his rejection upon his 
own pnor knowledge applicants respectfiilly request the Examiner identify the source of his 
underlying rejection and not based it upon conclusory statements. 

Applicants respectfiilly submit that claims 1-12, 15-26 and 49 are enabled by the 
specification of the subject application. The Court of Customs and Patent Appeals (C C P A ) 
which has now been superseded by the Court of Appeals for the Federal Circuit, stated in Lire' 
Borkowski, 164 U.S.P.Q. 642 (C.C.P.A. 1970) that "[tjhere is no magical relationship between 
the number of representative examples and the breath of tiie claims; the number and variety of 
examples are irrelevant if the disclosure. . is 'enabling' and sets forth d,e 'best mode' 
contemplated."' Id. at 646. Applicants respectfiilly submit tiiat they have provided an enabling 
disclosure for the fi.ll scope of claims 1-12, 15-26 and 49. The applicants have, therefore, 
complied witii the statiitory requirements of § 1 1 2. 
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The C.C.P.A. has stated that the specification need not contain a working example of 
eveo' embodiment of the invention "if the invention is otherwise disclosed in a manner that one 
skilled m the art would be able to practice it." Id. at 645. Also see U.S. v. Telectroni.. w g 
U.S.P.Q.2d 1217 (Fed. Cir. 1988). Applicants respectfully submit that the specification of this 
case contains support sufficient to enable one of ordinao^ skill in the art to practice the 
mventions of each of the claims 1-12, 15-26 and 49. 

In this regard, applicants respectfially direct the Examiner's attention to the detailed 
synthetic schemes that have been provided. Applicants have provided detailed synthetic 
schemes on pages 19 through 21 of the subject application that teach one of ordinary skill in the 
art how to make the claimed compounds of the present invention. Moreover, applicants have 
provided a detailed written description on pages 22-24 of the reaction steps employed in the 
aforementioned synthetic schemes. The specification also sets forth in detail over 74 
representative examples of compounds of the claimed invention that were prepared using the 
disclosed synthetic schemes. Furthermore, applicants have provided a number of references to 
patent publications for preparing the compounds of the present invention (see, page 22, line 9 
through hne 12). 

Applicants respectfully submit that one of ordinary skill in the art would be capable of 
making applicants' claimed compounds different from those specifically described. 

"// is manifestly impractical for an applicant who 
discloses a generic invention to give an example of every 
such species. It is sufficient if the disclosure teaches those 
skilled in the art what the invention is and how to practice 
it." In re Kamal, 398 F.2d 867, 158 U.S.P.Q. 320, 323 
(C.C.P.A. 1968), quoting In re Grimms 274 F.2d 949, 124 
U.S.P.Q. 499, 501 (C.C.P.A. 1960) (emphasis added). An 
applicant need not provide a specific example of everything 
embraced by a broad claim. In re Anden;nn 471 F.2d 1237, 
176U.S.P.Q. 331 (C.C.P.A. 1973). . 
Applicants respectfully submit that they have taught those skilled in the art how to make 
and use the full scope of the claimed invention without undue experimentation. The law does 
not requu-e applicants to disclose an example of eveiy claimed compound. The specification of 
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the subject application provides sufficient detail for one of ordinao' skill in the art to prepare the 
claimed invention. Furthermore, preparation of additional compounds is a matter of routine 
experimentation given that the high level of skill and knowledge in the art. 

Applicants reiterate the fact that they have provided a specification that contains detailed 
synthetic schemes providing guidance on the preparation of the claimed compounds and also 
provided a large number of working examples. Furthermore, applicants have identified a large 
amount of reference material for the preparafion of the compounds of the present invention on 
page 17 of the subject application. Accordingly, applicants' disclosure coupled with the high 
level of skill in the well-developed organic synthesis art is sufficient to enable one of ordinary 
skill in the art to practice the claimed invention. 

The Examiner has not supported his position that the disclosure of the subject 
appHcation does not enable those of ordinary skill in the art to practice the invention. The 
Examiner merely makes a conclusory statement the applicants' definition of compounds 
wherein is a 5-13 membered hetereocycHc is not enabled. The Examiner fails to provide any 
support for why he believes on of ordinary skill in the art is not enabled to practice the invention 
based upon the disclosure. 

It is um-easonable for the Examiner to expect applicants to provide examples of each 
and every 5-13 membered heterocyclic. A patent annli^.tinn is not a nrnH,..t.nn ^ 
is not necessary for applicants to teach what is well-known in the art. In re Bruchner 18 
U.S.P.Q.2d 1331, 1332 (Fed. Cir. 1991). fact, the Federal Circuit has stated that a patent 
preferably omits such information. W. In the chemical arts there is an extensive body of 
knowledge in the prior art from which one of ordinary skill in the art can draw on. One well- 
known term of art is "5-13 membered heterocyclic". Furthermore, applications have provide 
a detailed definition of "5-13 membered heterocyclic" on page 16, lines 15 to 36 of the 
application. Nothing firrther is required. The Examiner has not articulated why he believes 
that one of ordinary skill in the art could not make compounds having a 5-13 membered 
heterocyclic substituent different from those shown . in the Examples of the subject 
application. It is not necessary for applicants to teach what is already well-known in the art. 
Applicants' patent application is not required to be a production specification. 

The test of enablement is not whether any experimentation is necessary, but whether, 
it experimentation is necessary, it is undue. In re Angstadf 190 U.S.P.Q. 214, 219 (C.C.P.A.' 
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1976). It is a matter of routine experimentation for one of ordinary skill in the art to make 
compounds of the claimed invention with heterocyclics different from those disclosed in the 
specification. Accordingly, applicants respectfully submit that one of ordinary skill in the art 
can practice the claimed invention without an undue amount of experimentation. 

On page 3 of the Action the Examiner asserts states that "[t]he testing data is limited to a 
number of compounds not considered to be representative of all compounds encompassed by 
the claims" and that "one skilled in the art could not reasonably extrapolate the activities of the 
claimed compounds to other structurally divergent compounds embraced by claims which have 
not been tested." For the reasons that follow, applicants respectfully disagree with the 
Examiner's position. 

Applicants respectfully submit that the specification of this case contains support 
sufficient to enable those skilled in the art to practice the inventions of each of the claims. 
Applicants' specification adequately discloses to one skilled in the relevant art how to make and 
use the claimed invention without undue experimentation. The pharmaceutically active 
compounds employed in these claims are described on pages 2-8 of the specification, and 
methods by which such compounds can be prepared are described in detail on pages 19 to 24 of 
the specification. All the descriptions in the specification that are referred to above are written 
in clear and concise language using terms that are familiar to those skilled in the art. 

Moreover, the specification sets forth in detail, on pages 1-2, that the compounds of the 
present application inhibit the receptor tyrosine kinase and that such activity has been correlated 
with the treatment of the various disorders recited in claims 59-68. Further, on pages 26 
through page 29 of the specification sets forth in vitro and in vivo tests which can be followed to 
assess the activity of any compound falling within the scope of the present application. 
Moreover, on pages 29-30, the specification describes how the methods of claims 59-68 can be 
carried out by those skilled in the art. It specifies, on these pages, appropriate dosages and 
methods of administration. This description includes the various modes by which the 
compounds employed in the claimed methods can be administered to mammals, the 
pharmaceutically acceptable forms in which they can be administered and appropriate dosages 
for their administration. The foregoing information is sufficient to enable one skilled in the art 
to practice the inventions of each of the pending method claims and thus complies with the 
requirements of 35 U.S.C. § 1 1 2, first paragraph. 
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In the decision of In re Maizocchi, 169 U.S.P.Q. 367, 369-370 (C.C.P.A. 1971). the 
court stated, 

A specification disclosure that contains a teaching of 
the manner and process of making and using the 
invention in terms that correspond in scope to those 
used in describing and defining the subject matter 
sought to be patented must be taken as in compliance 
with enabling requirement of the first paragraph of 
§112 unless there is reason to doubt the objective 
truth of the statements contained therein which must 
be relied on for enabling support. ... In any event, it 
is incumbent upon the patent ofiBce, whenever a 
rejection on this basis is made, to explain why it 
doubts the truth or accuracy of any statement in a 
supporting disclosure and to back up assertions of its 
own with acceptable evidence or reasoning which is 
inconsistent with the contested statement. 
The Examiner's conclusory statement that the claimed invention is not enabled is not 
sufficient without underlying reasons or support for such an assertion. Apphcants respectfully 
submit that the Examiner has not proffered any evidence that would cause one skilled in the art 
to doubt the objective truth of the enabling support set forth in the present specification The 
Examiner has not explained why he doubts the accuracy of applicants asserted utility for the 
claimed compounds. The burden is on the Examiner to come forth with evidence to establish a 
pn;,,a/ac/ecase ofnon-enablement. jEx parte Hitzeman, 9 U.S.P.Q. 2d 1821, 1822 (Pat Off. 
Bd. App. 1987); MreAnnbruster, 185 U.S.P.Q. 152, 153 (C.C.P.A. 1975); MieMar^, ' 
169 U.S.P.Q. at 370. Applicants respectfiilly submit that the patent office has not met its burden 
of proof m calling into question the enablement of applicants' disclosure. Accordingly .prima 
facte case of non-enablement for the claimed invention has not been establihed. 

Furthermbre, applicants respectfully submit that they are not required under the first 
paragraph of 35 US.C. §1 12 to provide chemical or biological data or to otherwise substantiate 
that their claimed compounds and compositions are useful in treating the various disorders and 
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conditions named in ,he „Jec,ed claims. This paragraph requires only to. ftey p„,vide a 
descnphon of each claimed inveniion, in clear and concise ienns, ,ha„s sufficien, to enable 
.hose of Skill in ,he ar, .o pracice each such invendon. including wha. .hey con,empla.e .o be 
.he bes. mode of pracicing each such inven.io„. As explained in de.ail above, applicanis have 
satisfied this requirement. 

AppUca„.s respecfUlly submi. Aa. one of skill in Ae art would no, need da.a ,o practice 
d.e mventions of claims 59-68. The specification .caches .ha. all fte compounds employed in 
the pharmaceutical compositions and methods of these claims are inhibitors of the receptor 
.yros,ne kinase and that tt,ey are usefitl in treating the vadous named disoriers and conditions 
The Examiner has not proffered any evidence to show that Urose skilled in the art would doub. 
.he Objective tmti, of Urese statements. Thc^fore, such statements mus, as mdicated above, be 
accepted as true. 

Applicants also respecttnlly submi. that expenmental examples are not required to 
support tire complete scope of a claim. Working examples an, not a necessary part of a patent 
apphcation. Neither U,e paten. laws nor the U.S.P.T.O. Rules of Practice require .ha, a pa,en, 
apphcationcon,ain any working examples of a claimed invenrion. As s,a,ed in loreGoiR 191 
U.S.P.Q. 429. 431 (C.C.P.A. 1976), i, is con^ary ,o U,e original in,e„, of fte Pa,en, -Uws in .his 
countiy .0 require an applican, ,o limi, Ure claims to ma,erials disclosed in Ae examples ("To 
demand dra, the fl.t to disclose shall lim,', his claims to wha, he has found will work or to 
matenals which meet the guidelines specified for •prefaced' materials in a p,«.ess such as the 
one herein involved would not serve tire constitittional purpose of pn>moting progress in the 
useful arts."). 

The number and variety of examples are irrelevant if the disclosure of the patent 
apphcation is enabling and sets forth the best mode contemplated. Jn re Borkowski 164 
U.S.P.Q. 642, 646 (C.C.P.A. 1970). ^' 

Applicants have submitted an enabling disclosure, including what they believe to be the 
best mode for making.all the compounds claimed in this application. They have . therefore 
complied with the statutory requirements of §1 12. 

The Examiner's obligation is clearly to ground his reasoning in factual evidence, see 
M.P.E.P. §2164.04, which states: 
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of fact (emphasis lic^ ' " "^"'"^ inclusions based on these findings 

Ute Examiner has failed to provide any evidence or logical teasoning ,„ joubt the tmd, 
or accuracy of applicants' statements in the specification of the subject application Tl,e 
Examtner again has merely provided a conclusion without any underlying support for his 
posthon. ■n>eExamincrasnotedabovei„M.P.E.P.§2164.04is,cqui.^dt„domo,^ The 
Exammer has not done so in the examination of the presem application. 

Applicants also wish to note that the Federal Cit^ui, in lareBana, 34 USPQ2d 1437 
(Fed. C,r 1995) addressedanappealinvolvingat^jectionofclaims under 35USC §112 fltst 
paragraph. -claims were rqected on the basis that certain tests pn.vided in the patent ' 
application allegedly did no. provide a reasonable basis for concluding that the claimed 
compounds possessed antitumor activity. Since the re,ectio„ focused on whether the claimed 
compounds possessed a practical utiU^. the Court noted that the ejection could also have been 
brought under 35 U.S.C. JlOl. A«er rttling that the PTO did not meet its "initial burden of 
challengtng a presumptively cortcct assertion of udlity in the disclosu,.." the Court stated "we 
do not find fltat d,e nature of applicants' invention alone would cause one of skill in fl,e art to 
reasonably doubt the asserted usefijness." Ld. at 1441. The Court wen, on to make the 
followtng compelling point, which is relevant to the p^sent application. "The punx>se of 
Bcattng cancer with chemical compoutds does not suggest an inherently unbelievable 
tmdertaktng or involve implausible scientific principles, [cite omitted] Moden, science has 

Ptevtously identified numerous successfi,lchemothe,.peuticage„ts."H. Given this petsuasive 
legal precedent, applicants respectfltlly submit that the claims and specification of the present 

apphcation meet the enablement re,uirement of §1 12. first pa^graph. Accordingly, applicants 
respectfully request fltat the Examiner widtdraw the tejection of claims 1 -1 2. , 5-26 and 49 
under § 1 1 2, first paragraph. 



9 



f 



Patent Application 
Attorney Docket No. PC10795A 
U.S. Serial No. 09/873,555 

II. E°ableme..,R,ieo,i„n„n.nnM,-r snrn..,^.^,-^..-, n„„„ , 

On page 4 of <he Acdon U,e Examiner also rejected claims 1 and 15 under §112 Crsi 
P W. as allegedly con,aini„g subjec, nrauer which was no, descdhed in ,he specificaHon ,„ 

near y connected. ,„ ™ake and/or use «,e invention. T„e Examiner rejected the use of the tetn, 
prodrug" in claims 1 and 15 as not been enabled. Tl,e Examiner asserts U,at "no guidance as 
how dre compounds are made more active in vivo" and that "Ute choice of prodrug will vary 
*.m one drug to drug". T,e Examiner concludes that mo. dran routine experimentation would 
be remaned to determine which prodrug will be suitable for the instan. invention. Appl.cants 
respectftUly disagree wid, dre Examiner-s position and the Examiner's flawed logic in rendering 
a § 1 12, first paragraph enablement rejection for the following reasons. 

Firstly, applicants respectftlly submit drat the te,™ "prodrug" is well-known and 
famrhar term to drose of ordinary skill for d,e instant mvention. Appl.carrts have also 
provtded a detailed explanation of prodrngs and methods to make them on page .7 line 21 
teo"^ page .8, line 2 of the subject application. ,t ,s well-known by those skilled in dte ar, 
a.d .nherently described by our d.sclosure drat a prodrug is a precursor of a drug, converted 
n. ,ts active fonn in the body by normal metabolic process. Just as the term "sal," or 
solvate" is well u„der«ood by drose of ordinal skill i„ dre art no ftaher definition of the 
term ,s required. Applicants note drat dre Examiner asserts drat no guidance as how d,e 
compounds are made more active ,„ v,V„. Applicants do not unde^tand the relevance of dre 
Exammer-s sutement concerning the activity of prodrugs and its relationship to «,e 
enablement of prodrugs. There is no requirement i„ dte paten, statutes or case law requinng 
*at a prodnrg is only enable when it ,s more active ,„ v,v.. This makes no sense. The 
Exammer^s position is unreasonable based upon drat well developed and understood use of 
die term "prodrug" in die pharmaceutical indusUy. 
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Applicants again info™ the Examiner that the tern. "prodn.g" is common and 
standard language used commonly in patent applications and claims in the phannaceut.cally 
ans^ Th,s is readily apparent .f one performs a simple search for such terms in patents sect.on 
of the USPTO website. More particularly, this fact . true if one performs a search of the 
patent literature for the term "prodrug" and the present Examiner and Superviso^^ Patent 
Examiner. 

The p,.se„, Examiner (and S„p.„i«„y Pa,e„, Examiner) of ,he in.>an. application 
has ..sued patents containing tl,a apparently rejected claim language on number of occasions 
.n the recen, pas,. Applicants have listed patents below with the claim language "prodrug- 
exammed and issued by «,e Examiner Liu and Supervisory Patent Examiner Shah of the 

present application. 

For example, U.S. Patent No. 6,486, 1 85 ("the ■ 1 85 patent"), issued on November 26 
2002, „,th the present Examiner and Supervisory Paten. Examiner listed on «,e face of the " 
paten, mcludes in tte claim language of claims the tenn yro4rur a, leas, 12 „„es 
Apphcants no.e ,hat the patentee of the ■ 1 85 patent provides a standard deflmtion of a 
■prodrug- ,n summary of ,he invention. No detailed explana,ion of how one makes 
prodrugs of the claimed compounds is provided. AppUc^ts respectfully submit that the term 
prodrug" is a well-known term of ar, and applicants are no. required ,o provide a production 
speciicahon in order to gain a patent. Funhennore, applicants note U.S. Paten. No 
6.369,226 CUe .226 pa.en."), issued on April 9, 2002 wid, the present Examiner listed on flte 
face of dte pa.e„. includes in Ute claim term yro,r„r in each of Ure issued four claims 
, Agatn, dre patentee provides a short standard deHnidon of dre te™, "prodrug" in the detailed 
descnption of dre inveniion as "a compound d.at is converted under physiological conditions 
or by solvolysis or metabolically ,o a specified compound that is pharmaceutical ly active " 

Applicant respec.fl.lly submi. the use of dte term "prodrug- is well-known and 
undersrood by those of ordinary skill in theart. Applicants have provided an enabling 
dtsclosure .o dtose of ordinary ski,, in dte ar, u. make and use "prod^gs" of ,he compounds 
of d,e presen. invention. Furthennore, Ure presen. Examiner and Supervisory Patent 
Examtner has recognized this fact in .he pa., as exemp,i«ed by the examples of claims issued 
by the presen, Examiner (and Supervisory Paten, Examiner) of the instant application 

App,,cants do no, undersrand and would appreciate if the Examiner could aniculare 
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how ,.e of .,e s^^ ,™ "p.^^^. p_„, 

1 Zo " : ' ~ ^^^"^^^ ^^^^ -'^^^aw his 

""rter U.s r ^11. c..„,^ ^ 

On page 4 of the Action claims 1 2 anH et. ^ • 

^ ^ ' ^' and 6 stand rejected under 35 U S C 5112 

Astmcly ola,m the .ubjec. matter which appHcan, regards as the i„venH„„ Th. F ■ 
-3tha.e,..s.a.,a.a.s.„..p„eatesore,.„s. ~ 

g member.. TT,e E.am,„er ftt^er states that claim 49 is indefinite for aliegedly 
determmate scope for the foiling reasons: ,i, no particular disotder is recited the 
^atm ian^age may read on disease not yet i>r„y understood to he affected hy rece 

.M.heyhew..hd..w„m.ewofthefoZi!::!;::"~^-™ 

actionsr::.:::":'""""""""^^^^ 

mat Claims .1 , 2 and 6 are rejected under 35USCSn9c« a 
..n..e„mte.rfai,m,.„p^,_,^,.„„^^ 

wh, h the apphcant regardsas the invention. The Examtner concludes number paragll 3 

"rr/ ;r;T' "^-^ '° ^' reas„„s for 

ca,ms3 4, ,3. M. 27. 28,., 5-1 8, 30-32 and 40-42. Applicants respectftlly re<,ues, 
clanficatton in the next action since the Examiner has failed to properly rec tedt ,2 
rejection in the November 22, 2002 Office Action. V rac.ted the 1 12 
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The Examiner asserts that claims 27 and 28 are substantial duplicates of claims 13 and 
14. Apphcants respectfully submit that they have the right to restate their claimed invention 
mareasonablenumberofways. Claims 27 and 28 depend from claim 1 , whereas claims 13 
and 14 depend from a more limited independent claim 15. Nevertheless in order to advance 
prosecution of the subject application, without conceding the coirectness of the Examiner's 
position, applicants have cancelled claims 27 and 28 of the subject application. Accordingly 
applicants respect^lly submit that the cancellation of claims 27 and 28 renders this rejection' 
under 112 moot. 

The Examiner's second section 1 12 rejection relates to the use of the term 
"heterocyclic'' in claims 1-4. 15-18. 30-32 and 40-42. The Examiner alleges that the tenn 
heterocyclic" is unclear to the array of heteroatoms, ring size, as well as the nature of atoms 

as ring members. 

Applicants respec(fi.lly submi. ,ha, the definition of .he .em, ••he.e™cyclic" is pa.en.ly 
clear .o one of ordinary skill in .he ar, based upon applican.s- disclosure, as well as .he 
votomous infonna,ion on heterocyclics in .he ar.. The defni.eness of claim language mus, 
be analyzed, not in a vacuum, but in light of (1) fl,e content of the particular application 
disclosure; (2) the teachings of the ptior .n; and (3) the claim intetpretation that would he 
gtven by one possessing the ordinate level of skill in the pertinent art at the time the invention 
was made. See, for example, loreMarosi, 218 U.S.P.Q. 289 (Fed. Cir. 1983); RosemmuU. 
he. V. Beckman Insm.men.- Inr^ , 22 1 U.S.P.Q. 1 (Fed. Cir. 1984); W.L. Gore & Assocs 
Inc. V. Oarlock, Inc. 220 U.S.P.Q. 303 (Fed. Cir. 1983). " 

Applicants provided on page ,6, lines 13-36, a clear definition of heterocyclic As 
defined by applicants a heterocycl.c means an aromatic or non-aromatic heterocyclic group 
contatnmg one to four he.er„a.o.ms each selec.ed flom O. S. and N, i.e., a. leas, one 
he.eroa,om is presen.. Fu,.hennore, applicanis provided a long lis, of represen.a.ive 
examples of heterocyclics on page 16 of (he subject application. 

The term "hetetocyclic" is a well-known tenn used frequently by those of ordinary 
stall m the art. As such it is readily understandable to ttose of ortinaty skill into art One 
Stalled m the ^ readily reco^izes tha, a heterocyclic as defined by applicants, and as known 
m the a„, requires the presence of at least he.eroa.om in order to be considered a hcerocyclic 
Apphcanrs respec.fi,lly submi. .ha. one of ordinary stall in d,e ar. teading .he claims of .he ' 
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subjec, application .„ v,ew of ,he accompanying .pacification and ,he .cachings of ,he prior 
an would understand wha, is claimed. Accordingly, applicant respecilully submit ,ha, Ihey 
have provded an adequate and clear disclosure for the term "heterocyclic" and this disclosure 
coupled With the extensive teachings in the prior ar,. satisfies tite re,u.reme„ts for the second 
paragraph of section 112. 

Once again applicants respectfully submit that the ten. "hetemcyclic" is not only well 
understood by those of ordinary skill in the art but also by the Examiner and Supervisory 
Patent Examtner of the present application. A simple search of the USPTO paten, literatirre 
.denttfies patents with claims with ti,e ten,, "heterocyclic" issued by the Examiner and 
Supervisory Patent Examiner of U,e instant application. Applic^ts are a, a loss for rationale 
behtnd are issuance of second paragraph 112 rejection over a tem, which is not only well 
understood and accepted by those of ordinary skill in the art but also well underwood and par, 
of the art recognized by the Examiners of tt,e instant apphcation. 

Applicants direct U,e Examiners attention to the following U.S. patents which include 
clatms „,th the apparently indeftoite ten,, "hereocyclic" issued by the Examiners of the 
mstant application: 6,534.652 (term "hetetocyclic" in claims with no definition of 
hete^cyclic in the specification); 6,51 8,286 (tenn "hetetocyclic" in claims wrth a, definition 
of heterocychc in tire specification); and 6,469,014 (tenn "heterocyclic" in claims witi, 
defimtion of heterocyclic in the specification). AppUcants respectfully request the Examiner 
provtde an explanation why he believes applic^ts use of the te™, "heterocyclic" is differs, 
from Uiose m the patents he has issued in the recent past. 

Applicants remind that Examiner unUlte the aforementioned patents that Utey have 
P^vtded a detailed explanation in the specification of the instant application wtth examples 
of the tenn "hetereocyclic". Applicants respectfully submit that the term "heterocyclic" is a 
term of art well-understood by those of ordinary skill m the an. Applicants are no, requtred 
to provide the paten, office with a production manual. Accordingly, applicants respectfully 
request that the Examiner witttdraw his 1 12 second paragraph .ejection of claims M 15.,8 
30-32 and 40-42 in view of the preceding remarks. 

With respect to tite Examiner's 1 12 rejection, second paragraph of claim 49 applicants ^ 
tespectfully submit tha. Urat clahn is directed to phannaceutical composition for the treatment 
of hypetproliferative disorder in a man™,a,. Applicants again are at a loss for the reasons the 
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Examiner is rejection claim 49 under §112. second paragraph. The cla.m is a standard 
pharmaceutical compos.tion of matter claim. Applicants are not required in a pha^aceutical 
composition of matter claim to recite a particular disorder. Applicants would appreciate if the 
Exammer could identify the patent statute or law. which requires a phannaceutical 
composition to recite a particular disorder. Claim 49 is not a method of treatment claim 
rather it is a pharmaceutical composition of matter claim. The Examiner asserts that claim 49 
reads up6n disease not yet fi.lly understood to be affected by a receptor tyrosine kinase 
antagonist. Applicants respectfully submit that the Examiner's point is irrelevant to the 
claim. Again applicants are not claiming a method of treatment, it is a phannaceutical 
composition of matter claim. Lastly, the examiner recites the following language "in need of 
such treatment" which does not appear in claim 49 of the instant application. Applicants 
respectfully request the Examiner review claim 49 closely and more precisely inform 
applicants of the relevance of his statement. Applicants respectfully submit that the language 
used m claim 49 is standard pharmaceutical composition of matter claim language and 
additionally the specification provides details on page 30 on how one makes pharmaceutical 
compositions of the compounds of the present invention. Nothing further is required in order 
to practice pharmaceutical composition claim 49 of the present application. In view of the 
preceding remarks, applicants respectfully request that the Examiner withdraw his 1 12 second 
paragraph rejection of claim 49. 



Rejection u nder 35 IJ.S C. SlQ3fa) 

Claims 1-49 stand rejected under 35 U.S.C. §103(a) as allegedly being unpatentable 
over WO 1999/24440 (Munchhof et al.). The Examiner states that Munchhof et al. teaches a 
genenc group of compounds that allegedly embrace many of applicants' claimed compounds 
The Exammer directs applicants' attention to formula I, page 2, wherein X' can be CH is 
5-13 membered heterocyclic, R" can be .-C(0)NRV, -C(0)(Q-C,o aryl), etc. The 
Exammer states that compounds of Munchhof et al. are useful for the treatment of 
h>^eiproliferative disorders. The Examiner^ further states that the claims of the instant 
application differ from Munchhof et al. by allegedly reciting species and/or genus that are 
more limited than the genus found in Munchhof et al. Applicants respectfully traverse the 
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rejection of claims 1-49 under 35 U.S.C. §103(a) and respectfully request that the Examiner 
reconsider the rejection in view of the following remarks. 

The Examiner asserts in his rejection that the claims of the subject application differ 
from the reference by reciting species that are more limited than the genus found in Munchhof 
et al. Applicants take issue with this assertion. Muchhoff et al. disclosure does not embrace 
applicants claimed invention. Applicants claim thiophenes wherein the substituent R" of 
formula 1 is defined as follows: 



R" is -C(0)NR'2r'\ -(CH2),NR'2r'\ -NR'2C(=0)R'^ 
-S02R'^ -S02NR'2r'\ .NR'S02R'^ -NR'S02NR'2r'^ 
-C(=N-OR'^)R'^ -C(=NR'2)R'^ -NR'C(=NR'^)R'^' 
-C(=NR'2)NR^r'3^ -NR^C(=NR'^)NR^r'^, -C(0)R'2 
and -C02R'^ and wherein each R'^ and R'^ is 
independently selected fi-om H, C.-Ce alkyl, -(CH2),(C3- 
C,o cycloalkyl), -(CHjMQ-Co aryl), -(CH2),(5 to 10 
membered heterocyclic), -(CH2),0(CH2)qOR^ 
-(CH2)tOR^ wherein t is an integer from 0 to 6 and q is 
an integer from 2 to 6, and the alkyl, aryl and 
heterocyclic moieties of the foregoing R'^ and R'^ 
groups are optionally substituted by 1 to 3 substituents 
independently selected from R^ or R'^ and R'^ taken 
together with the nitrogen to which they are attached to 
form a C5-C9 azabicyclic, aziridinyl, azetidiny], 
pyrrolidinyl, piperidinyl, piperazinyl, morpholinyl, 
thiomotpholinyl, isoquinolinyl, or dihydroisoquinolinyl 
ring, wherein said C5-C9 azabicyclic, aziridinyl, 
azetidinyl, pyrrolidinyl, piperidinyl, piperazinyl, 
morpholinyl, thiomorpholinyl, , isoquinolinyl, or 
dihydroisoquinolinyl ring are optionally substituted by 1 
to 5 R^ substituents, with the proviso R'^ and R'^ are not 
both bonded to the nitrogen directly through an oxygen. 
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St in Munchhof et al. defines the equivalent substituent as follows: 

R" is H, C-Ce alkyl, -C(0)NRV, -C(0)( Q-C,o aryl), 
-(CH2),(C6-C,o aryl), or -(CH2),(5 to 10 membered 
heterocyclic), wherein t is an integer ranging from 0 to 6, 
wherein said R" groups, other than H, are optionally 
substituted by 1 to 5 R^ groups; 



Apparently the Examiner is able to divine a species/genus relationship between the 
instant application and Munchhof et al. notwithstanding the completely different definitions 
of the substituent R" shown above. Thus, the premise upon which the Examiner is applying 
Munchhof et al. to the claims of the present invention is incon-ect. Munchhof et al. camiot 
encompass applicants' claimed invention since applicants definition of at least the substituent 
R ' is completely different from that of Munchhof et al. 

Applicants respectfiilly submit that the Examiner has not shown where the motivation 
to establish a pnma facie case of obviousness is found in Munchhof et al. The Examiner 
asserts that one of ordinary skill in the art would have been motivated to select the claimed 
compounds from the genus in the reference since such compounds have been suggested by 
the reference as a whole. Apphcants' respectfully submit that such a motivation does not 
exist except in the presence of apphcants' disclosure. Applicants submit that the Examiner 
has divined the claimed invention not by looking at the disclosure of Munchhof et al. It is 
improper for the Examiner to use applicants' disclosure as the road map for the claimed 
invention and thus the source of the necessary motivation to find the claimed invention 
obvious, hx the absence of applicants' disclosure, no motivation exists. Applicants- 
disclosure is not part of the prior art. The Examiner is using a classic hindsight construction 
to arrive at the claimed invention. This is improper. 

Applicants submit that even if one assumes for the sake of argument there is a genus- 
species relationship between Munchhof et al. and the claimed invention, the Examiner failed 
to satisfy the motivation requirement for ^prima facie case of obviousness. Some motivation 
to select the claimed species or subgenus must be taught by the prior art. See, e.g. \n re Deul . 
34 U.S.P.Q.2d 1210, 1215 (Fed. Cir. 1995). 
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The Examiner has failed to support his assertion that Munchhof et al. motivates one of 
ordinary skHl in the art to make the claimed invention. Where is the motivation the Examiner 
is referring to in Munchhof et al.? How would one amve at the claimed invention based upon 
Munchhof et al., in the absence of the claimed invention? What particular teaching(s) directs 
those of ordinary skill in the art to make the claimed invention? Munchhof et al. discloses a 
genus of compounds that provides for a myriad of possible compounds to be made. 

Applicants respectfully submit that it is improper for the Examiner to pick and choice 
elements from Munchhof et al. with no apparent reason for such choices. It is well establihed 
that the necessary motivation must be present in the art. The prior art must provide one of 
ordinary skill in the art the motivation to make the proposed molecular modifications to arrive 
at the claimed compound, hi re Lalu . 223 U.S.P.Q. 1257, 1258 (Fed. Cir. 1984). Arriving at 
the claimed invention in the absence of the necessary motivation camiot be used to establish a 
prima facie case of obviousness. 

The Federal Circuit in Dillon, 16 U.S.P.Q.2d 1897, 1901 (1990) stated that expHcit 
findings on motivation or suggestion to select the claimed invention should be articulated in 
order to support a 35 U.S.C. §103 ground of rejection. Applicants respectfirlly submit that the 
Examiner has failed to articulate rationale or facts that would support his underlying 
conclusion that the disclosure of Munchhof et al. renders obvious the claimed invention. The 
Examiner has merely selected portions of Munchhof et al. which allegedly overlap with 
applicants' claimed invention. The Examiner provided no particular reason(s) or rationale for 
selecting each of the elements identified or for that matter why one would combine them in 
the manner suggested by the Examiner. 

Where is the teaching in Munchhof et al. pointing one of ordinary skill the art to pick 
the elements identified by the Examiner? The Examiner appears to be looking to find 
elements from Munchhof et al. that allegedly overlap with the claimed invention, without any 
reason for their particular selection. This is an improper. The Examiner has not stepped into 
the shoes of one of ordinary skill in the art at the time of the invention. Rather he has stepped 
into the shoes with the knowledge gleaned from applicants' disclosure. Applicants 
respectfiilly submit that a finding of obviousness based on such a practice is not proper and 
cannot render the claimed invention obvious. 
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The fact findings should specifically articulate what teachings or suggestions in the 
pnor art would have motivated one of ordinao' skill in the art to select the claimed species or 
subgenus. Inj:^KuIling, 14 U.S.P.Q.2d 1056, 1058 (Fed. Cn. 1990); Panduit Com v 
toisonMfg^, 1 u.S.P.Q.2d 1593, 1606 n.42 (Fed. Cir. 1987). The Examiner has failed 
to show where the motivation to pick applicants' alleged subgenus from Munchhof et al's 
disclosure. As has been noted, applicants disagree with the assertion that their genus is a 
subgenus of those in Munchhof et al. Apphcants respectively submit that the motivation to 
make an mvention must be provided by the prior art applied against it, not from the disclosure 
of the claimed invention. 

The Examiner has failed to meet his burden of specifically articulating where 
Munchhof et al. teaches or suggests that one of ordinary skill in the art would have been 
motivated to make the claimed invention. Without such a fact finding the Examiner camiot 
mamtam an obviousness rejection for the claimed invention. Accordmgly, applicants 
respectfiilly request that the Examiner withdraw his rejection of claims 1-49 under 35 U.S.C. 
§ 1 03(a) over Munchhof et aL 



Conclusion 

For the reasons set forth hereinabove, applicants respectfiilly request that the Examiner 
reconsider and withdraw the various grounds for rejection set forth in the November 22 2003 
Office Action and earnestly solicit allowance of the claims pending in the subject application. 

Respectfully submi^ed. 

Date: March 24, 2003 

Adnan G. Looney 

Attorney for Applicants 
Pfizer L.C. Reg. No. 41,406 

Patent Department, 5th Floor 
150 East 42nd Street 
New York, NY 10017-5755 
(212) 733-1038 
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